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CLAIMS 

1 . A comj^ound having the fonnula 




A 



wherein: 

A is a S-membered or 6-inembered substituted or unsubstituted heteroaryl or heterocyclyl 
ring having one or two heteroatoms selected from the group consisting of O, S, and N and having 
from 1 or 2 independent substituents when the ring is S-membered and substituted with 1 to 4 
independent substituents when the ring is 6'membered and substituted; and 

each of Bi and B2 is the same or different substituted or unsubstituted 6~membered aryl 
or heteroaryl ring; 

and salts thereof. 

2. The compound of claim 1 wHerein each of B] and B2 is independently a phenyl or 
pyridyl group. 

3. The conq)ound of claim 1 wherein at least one of B] and B2 is singly or 
independently multiply substituted and the substituents are selected from: a methyl group • 
optionally, independently substituted with one or more halogen, an ethyl groiq> optionally, 
independently substituted with one or more halogen, a halogen, -OH, -OCH3» optionally, 
independently substituted with one or more halogen, and -SCH3 optionally, independently 
substituted with one or more halogen* 



■ 
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4. The compound of claim 3 wherein at least one of B] and B2 is singly or 
independently multiply substituted and the substituents are selected from: a methyl group, an 
ethyl group, a halogen, -OCF3. -OCF2H, -SCF3, -OH, -OCHi, and -SCH3 

5. The compound of claim 1 or 2 wherein A is selected fix>m the group consisting of 
oxazolyl, isoxazolyU thiazolyl, isothiazolyl, pyrazolidmyl, pyrazolyl, furanyl, and pyridinyl. 

6. The compound of claim 1 wherein each of B] and B2 is a singly or multiply 

1 

substituted phenyl group. 

^ 

7. The compound of any of claims 1» 2, 5 and 6 wherein each of Bi and B2 is 
independently singly or multiply substituted and the substituents are selected fiom hydroxyl and 
halogen. 

8. The compound of claim 1 wherein one or bofli of Bi and B2 is: 
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9. The compound of claim 1 selected ftpm the group consisting of: 




wherein: 

each Xi -X12 is independently: H, halogen, substituted or unsubstituted C1.12 alkyl, . 
substituted or unsubstituted €2-12 alkenyl, substituted or unsubstituted C2.12 alkynyl, substituted 
or unsubstituted Ci^ alkoxy, 0x0, substituted or unsubstituted C2.12 alkenyloxy, substituted or 
unsubstituted C5-10 cycloalkenyloxy, substituted or unsubstituted (C2.12 aIkynyl)oxy, (Ci^ 
alkyl)oxy(Ci-6 alkyl), substituted or unsubstituted Ce-iz aryloxy, (C3-6 heteroarylHCi^aIkyl)oxy, 
(Ci-12 alkyl)thio, substituted or unsubstituted (Cm alkyl)-thio-(CM alkyl), substituted or 
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unsubstituted Ca-Cio aryl, substituted or unsubstituted styryl, substituted or unsubstituted C3.12 
heteroaryU substituted or unsubstituted C4-8 heterocyclic, wherein the substituents are selected 
from the group consisting of hydroxy, halo, Ci^ alkyl, Ci^ trihaloalkyl, Ci^ alkoxy, C1-4 
trihaloalkoxy, bivalent oxy(Ci-6)alkyloxy, (Ci^) acylamino, (Ci^) acylthio, amino, and azido; or 

and form a C5-C10 heteroaryl ring, and each of R"*, R^, and R^ is, independently, hydroxy, 
halo, Ci-4 alkyl, Ci^ trihaloalkyl, Ci^ alkoxy, or Cm trihaloalkoxy. 

1 0. The compoimd of claim 1 or claim 9 wherein one of B| and B2 is substituted and 
the other is unsubstituted. 

11. The compound of claim 1 or claim 9 wherein both Bi .and B2 are substituted. 

12. The compound of claim 1 or claim 9 wherein both Bi and B2 are unsubstituted. 

13. The compound of claim 1 or claim 9 whereui one of Bi and B2 is singily 
substituted and the other is unsubstituted. 

14. The compound of claim 1 or claim 9 wherein one or both of Bi and B2 are 
independently substituted and the substituents are selected from : 



o 
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o 



wherein each Z is independently H or a Ci^ straight chain or branched alkyl, alkenyl, alkynyl, 
aryl, cycloalkyl, pr arylalkyl that is optionally singly or multiply substituted. 

15. The compound of claim 14 wherein each Z is independently H or a Ci^ straight 
chain or branched alkyl. alkenyl, alkynyl, aryl, cycloalkyl, or arylalkyl that is optionally singly or 
multiply substituted with a halogen. 

* 

1 6. The compound of claim 1 5 ^^erein Z is independently selected fiDom: H and a 
substituted or unsubstituted Ci alkyl, Cz alkyl, C3 alkyl or G4 alkyl. 

1 

17. A compoimd having the formula: 




A 



wherein 

A is a 5-membered or 6-raembered substituted or unsubstituted heteroaryl or 
.heterocyclyl ring having one or two heteroatoms selected from the group consisting of O, S, and 
N and having from 1 or 2 independent substitUents when the ring is 5-membered and substituted 
and 1 to 4 indepradent substituents v/hexi the ring is 6-membered and substituted; and one or 
both of Br and Bz- are selected from H, -OH, 
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O 




z 

> 

z ; and 



o 

II 

O P 



I 



o 

I 

z 



wherein each Z is independently H or a C]^ straight chain or branched alkyU alkrayl, 
alkynyly aryl, cycloalkyl, or aiylalkyl that is optionally singly or multiply substituted; and 
and salts thereof. 
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18. The compound of claim 17 wherein A is selected fifom: 




wherein each X1-X12 is independently: H, halogen, substituted or unsubstituted Ci-12 
aDcyl, substituted or unsubstituted C2-12 alkenyl, substituted or unsubstituted C2-12 alkynyl, 

■ 

substituted or unsubstituted Ci-6 alkoxy, 0x0, substituted or unsubstituted C2.12 alkenyloxy, 
substituted or unsubstituted Cs-io cycloalkenyloxy, substituted or unsubstituted (C2-12 

« 

alkynyl)oxy, (Ci^ alkyl)oxy(Ci-6 alkyl), substituted or unsubstituted Cmz aiyloxy, (Cj^ 
heteroaryl)-(Ci^ alkyl)oxy, (C1.12 alkyl)thio, substituted or unsubstituted (Cm alkyl>.thio-(Ciwt 

« 

alkyl), substituted or unsubstituted C6-C10 aryl, substituted or unsubstituted styryl, substituted or 

unsubstituted C^^n heteroaryl, substituted or unsubstituted C4^ heterocyclic, wherein the 

substituents are selected firom the group consisting of hydroxy, halo, C1-4 alkyl, Ci^ trihaloalkyl, 

Ci-6 alkoxy. Cm trihaloalkoxy, bivalent oxy(Ci-6)alkyloxy, (Cm) acylamino, (Ci^) acylthio, 
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amino, and azido; or and form a C5-C10 heteroaryl ring, and each of R\ and R^ is. 
independently, hydroxy, halo, Cm alkyl. Cm trihaioalkyl. Cm alkoxy, or Cm trihaloalkoxy. 

19. The compound of claim 18 wherein A is selected firom: 




20. The compound of claim 19 wherein X2 is selected from H, CH3, COOH, -CH2- 
CH2-COOH, -CH2-COOH and CF3; Xio and Xi i are H or one or both of Xio and Xi 1 are CH3 or 
CF3; X9 is missing; and Xs is CH3 or CF3. 

21. The compound of claim 18 wherein each Xi-X^ is independently: H, halogen, 
substituted or unsubstituted C1-C3 alkyl, substituted or unsubstitut^ C1-C3 alkoxy, or 0x0. 

22. The compound of claim 1 7 selected from: 

N 

O — CO^H 

3.[5^4-hydroxyph6nyl)-4-phenyl-l ,3-oxazol-2-yl]propionic acid 




3-[4.(4_hydroxyphenyl)-5-phenyl-l ;3-oxazol-2-yl]propionic acid 
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3-[5-(4-hydK)xyphenyl)-4-phenyl- 1 ,3-thiazol-2-yl]propioiuc acid 




3-[4_(4.hydroxyphenyl)-5-phenyl-l,3-thiazol-27yl]propionicacid 



103 



SUBSTITUTE SHEET (RULE 26) 



wo 2005/037227 PCT/US2004/034385 
Attorney Docket No. 14184-OSlWOl 




[3.(4-hydroxyphenyl)-4-phenyUsothiazol--5-yl]aceticacid 




* 

[4-(4-hydroxyphenyl)-3-phenylisothiazol-5-yl]aceticacid 




4-butyl-l -(4-hydK)xyphCTyl>2-phOTylpyimolidine-3,5-dione 




4-(5-methyl-3-phenylisoxazol-4-yl)phenol 



104 



SUBSTITUTE SHEET (RULE 26) 



wo 2005/037227 PCTAJS2004/034385 
Attorney Docket No- 14184-051WO1 




.l-(4-hydroxYphenyl)-3-(trifluoromethyl)-5-(4-<jWon>phc^^ 




l.(4-cWoroyphenyl)-3-(trifluoromethxl)-5-(4-hydroxyphOTyl)- pyrazole 




4-(4-hydroxyphenyl)-3-phenyIfuran-2(5H)-one 
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3-(4-hydroxyphenyl)'4-phenylfuran-2(5H)-one 




3.(4-hydroxjphenyl)-5,5-dimethyl-4-phenylftiran-2(5^ 




CH3 



4-(4-hydroxyphenyl)-5,5-dimethyl-3-phenyIfiuf^ 




4-(5-chloro-6'-inethyl-3,3-bipyri<iin-2-yl)phenol 
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4-(5-chloro-6'--xnethyl-2,3-bipyridin-3-yl)phenol 



H 




^ ^— CO2H 
H3C 



a 



2-{[5-<4-chlorophenylHK4-hydroxyphenyl)<U3-oxazoU^^^ 



H 




O ^— CO2H 
H3C 



2-{[4K4-chlorophenyl)-5<4.hydroxyphenyl>l,3-o^^^ 




3-[5.(4-cmorophenyl)4K4-hydroxyphenyl).lH-pyrazQl^^ 




3-[lK4-cWorophenyl)-5-(4.hydroxy^henyl)-lH-p^^^ 
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23. A phannaceutical composition comprising the compound of claim 1 or claim 17 
and a pharmaceutically acceptable carrier. 

24. The pharaiaceutical composition of claim 23 further comprising a second 
compound having anti-inflanunatory activity and/or antinociceptive activity. 

25. The pharmaceutical composition of claim 24 wherein the second compound is a 
COX-2 inhibitor. 

26. The phannaceultical composition of claim 25 wherein the COX-2 inhibitor is a 
selective COX-2 inhibitor. 

27. A method for treatmg a disorder associated with unwanted COX-2 activity, the 
method comprising providing a patient with a therapeutically effective serum concentration of 
the compound of claim 1 or claim 17. 

■ 

28. A method for treating a disorder associated with unwanted COX-2 activity, the 
method comprising administering the pharmaceutical composition of claim 23 or claim 24. 

t 

m 

29. A method for inflammation, the method comprising providing a patient with a 
therapeutically effective serum concentration of the compound of claim 1 or claim 17. 

« 

■ ■ 

30. ' A method for treating inflammation, ttie method comprising administering the 

pharmaceutical composition of claim 23 or claim 24. 

31. A method for treating pain, the method comprising providing a patient with a 
therapeutically effective serum concentration of the compound of claim 1 or claim 17. 

32. A method for treating pain, the method comprising administering the 
pharmaceutical cornposition of claim 23 or claim 24. 
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33. A method of claim 3 1 wherein the pain is nociceptive pain. 

34. A method of claim 32 wherein the pain is nociceptive pain. 



. 35. 



A method of claim 31 wherein the pain is neuropathic pain. 



36. A method of claim 32 wherein the pain is neuropathic pain. 

37. A method for treating anxiety comprising administering the compound of claim 1 
or claim 17. 



38. The ccmipound of claim 1 or claim 1 7 wherein the compound exhibits an IC50 for 
FAAH that is less than SO fiM. 

39. The compound of claim 1 or claim 17 wherein the compound exhibits an IC50 for 
FAAH that is less than 10 pM, 

40. A method for treating anxiety comprismg administering the pharmaceutical 
composition of claim 23 or claim 24./ 

41. A method for treating a sleep disorder comprising administering the compound of 
•claim 1 or claim 17. 

42. The method of Qlaim 4 1 whecein the sleep disorder is insomnia. 

43. A method for treating a sleep disorder comprising administering the 

« 

pharmaceutical composition of claim 23 or claim 24. 

44. The method of claim 43 wherein the sleep disorder is insomnia 
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